We report a combined intra-uterine and ruptured tubal pregnancy following ovulation induction by clomiphene citrate(CC).She was a 35 year old multigravida who presented with a ruptured tubal pregnancy and underwent right salphingectomy. Three months later, she presented with amenorrhea from the time of operation and an intra-uterine pregnancy was confirmed. Previous ultrasound at her initial presentation, did not reveal an intra-uterine pregnancy. The second ultrasound dating indicated that the intra-uterine conception had occurred before the tubal pregnancy was diagnosed. Therefore, a high index of suspicion for heterotopic pregnancy is needed in woman taking ovulation inducing drugs.
INTRODUCTION
Heterotopic pregnancy (HP) is defined as the simultaneous occurrence of an intra-uterine and ectopic pregnancy.
1 It is a rare entity, with a difficult pre-operative diagnosis and is potentially dangerous for the mother and the intra-uterine pregnancy.
2 Delay in diagnosing the condition and failure to proceed quickly with the requisite anesthesia and surgery can jeopardize both maternal well-being and survival of the intra-uterine fetus. 3 The estimated incidence of HP is accepted between 1/30,000 and 1/8,000 pregnancies. The risk has increased after the widespread use of ovulation induction therapies and assisted reproductive techniques. 4 Clomiphene citrate (CC) is the treatment of choice in the management of woman with an-ovulation and infertility who are normally estrogenized. CC induction can cause multiple follicular development, ovarian hyperstimulation, and multiple pregnancy. 5 Preclinical and clinical abortions are increased only slightly by CC use, compared to spontaneous pregnancy. Conception and preclinical abortions are related to endometrial thickness prior to ovulation. 6 CC, which increases the rate of twinning, could be associated with a HP rate of 1/900.
7

CASE
A 35 year old gravida 3, para 2 presented to the emergency ward at KIST Medical College Hospital, on 28.08.10 with a one-week history of lower abdominal pain which had increased since six hours. There was no vaginal bleeding. She had amenorrhea of 5 weeks and 5 days duration. There was no significant past medical or surgical history. She had a history of secondary subfertility and was taking clomiphene citrate for 2 months before conception. On examination, her general condition was stable and vitals were within normal limits. There was tenderness over the hypogastrium and right iliac fossa. On vaginal examination, cervical motion tenderness and generalized
Sharma B. Missed Diagnosis of a Heterotopic Pregnancy with Tubal Rupture: A Case Report pelvic tenderness was present. The uterine size could not be assessed due to guarding of lower abdominal muscles. Urine pregnancy test was positive. Hemoglobin concentration was 8.4 gm/dl. The clinical diagnosis of a ruptured ectopic pregnancy was made. An emergency ultrasonogram revealed findings suggestive of a ruptured right ectopic pregnancy with hemoperitoneum . Emergency exploratory laparotomy was performed.
During operation, hemoperitoneum of approximately half-litre was found , together with a ruptured right tubal-ampullary ectopic pregnancy. The uterus was bulky, left tube and both ovaries were normal. Suction of hemoperitoneum, right sided salpingectomy and peritoneal lavage was carried out. Two units of blood transfusion were given. Post-operative recovery was uneventful. Histo-pathological examination of the excised tube confirmed the presence of chorionic villi.
On 25.11.2010 ( three months after the laparotomy) she presented to the gynecology out-patient department complaining of continuing amenorrhea since the time of laparotomy. On abdominal examination, uterus was 18 weeks size. An ultrasound examination revealed a normal, single, intra-uterine pregnancy, with biometry suggestive of 18 weeks gestation, which corresponded to her last menstrual period before laparotomy. In other words, the uterine pregnancy coexisted when tubal pregnancy was diagnosed and treated. Most probably the intrauterine pregnancy was missed during previous ultrasonogram. Unfortunately, she failed to come for follow-up later.
COMMENT
The co-existence of intra-uterine and extrauterine pregnancy, also known as heterotopic pregnancy, was previously a rare phenomenon. Estimated world-wide incidence in a spontaneous conception was 1/30,000 in the late 1980's. 8 Due to widespread use of ovulation induction drugs such as clomiphene and other assisted reproductive techniques; incidence has now been thought to be more frequent.
9,10 It has recently been reported to be as high as 0.75-1.3%, 11, 5 or even higher if there has been pre-existing tubal damage.
The risk of ectopic pregnancy increases significantly after pelvic inflammatory disease. Mainly chlamydial infections, 12 widespread use of IUDs, 13 microsurgical repair of tubal damage caused by pelvic inflammatory disease are considered to be serious risk factors. 14 In cases of assisted conception the incidence of ectopic pregnancy is increased many times and a mean rate of 5% has been reported. 15 The increase in the risk is due to ovulation induction leading to multifollicular development and multiple embryo transfer. Also high estrogen concentrations after ovulation induction may disturb the tubal transport. 16, 17 Clomiphene citrate is the treatment of choice in women with ovulatory-disorders who have normal estrogen levels. 5 After CC induction of ovulation the rate of multiple pregnancy and HP are increased. 6, 18 Although several reports have suggested that the rate of ectopic pregnancy is increased following CC induction or when CC is used in combination with HMG for in-vitro fertilization, contrarily some authors suggested that these studies were not controlled for endometriosis and tubal disease. Heterotopic pregnancy is difficult to diagnose and is a potentially dangerous condition for both the mother and the intra-uterine pregnancy. In an isolated ectopic pregnancy, sonographic evidence of an empty uterine cavity combined with a human chorionic gonadotrophin (hCG) level higher than 1,500 mIU/ml is the principal indicative factor.
1 In the case of combined intra-uterine and extra-uterine pregnancy the early diagnosis of ectopic pregnancy is thus almost impossible. Therefore, it is not surprising that most heterotopic pregnancies are diagnosed only after tubal rupture and hemorrhagic shock. In HP, despite the tubal rupture and hemorrhagic shock, the prognosis for the intra-uterine pregnancy continuation rates of 75.6% were reported by Reece et al 19 and 60% by Molloy et al 17 In our case the pregnancy was unharmed upto 18 weeks of gestation and after that the patient failed to follow up.
CONCLUSIONS
Heterotopic pregnancy can occur in the absence of any predisposing risk factors, and the detection of an intrauterine pregnancy does not exclude the possibility of the simultaneous existence of an ectopic pregnancy. Hence, in all patients of reproductive age, even in the presence of an intra-uterine pregnancy, a complete review of the whole pelvis including adnexa should be done at the time of ultrasound to rule out the presence of a heterotopic pregnancy. In our case, intra-uterine pregnancy was missed during emergency USG. The reason could be because of strong clinical suspicion of ectopic pregnancy and presence of hemoperitoneum where USG overlooked intra-uterine pregnancy. A high index of suspicion and strict follow-up of the patient post-operatively could have led to an earlier diagnosis.
